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FARE 

SUBCHATTEI  F— BIOLOGICS 
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PART  601— LICENSING 

PART  610— GENERAL  BIOLOGICAL 
PRODUCTS  STANDARDS 

Bocterial  Vaccines  and  Bacterial  Anti¬ 
gens  with  “No  U.S.  Standard  of  Po¬ 
tency" 

AGENCY:  Pood  and  Drug  Administra¬ 
tion. 

ACTION:  Pinal  rule. 

SUMMARY:  The  Pood  and  Drug  Ad¬ 
ministration  (FDA)  issues  a  final  rule 
concerning  the  recommendations  of 
the  Panel  on  Review  of  Bacterial  Vac¬ 
cines  and  Bacterial  Antigens  with  “No 
UJ5.  Standard  of  Potency.”  This  rule 
contains  labeling  and  informed-con¬ 
sent  requirements  as  well  as  provisions 
for  the  presence  of  group  A  strepto¬ 
coccus  in  these  products. 

DATES:  Effective  January  5,  1979;  re¬ 
quirements  for  labeling  are  effective 
July  5,  1979. 

ADDRESS:  Written  comments  to  the 
Hearing  Clerk  (HPA-305),  Pood  and 
Drug  Administration,  Rm.  4-65,  5600 
Fishers  Lane,  Rockville,  MD  20857. 

POR  PURTHER  INFORMATION 
CONTACT: 

Joe  Holloway.  Bureau  of  Biologies 
(HFB-620),  Pood  and  Drug  Adminis¬ 
tration,  Department  of  Health,  Edu¬ 
cation,  and  Welfare,  8800  Rockville 
Pike,  Bethesda,  MD  20014,  301-443- 
1306. 

SUPPLEMENTARY  INFORMATION: 
In  the  Pederal  Register  of  November 
8,  1977  (42  PR  58266),  the  Commis¬ 
sioner  of  Pood  and  Drugs  published  a 
proposal  containing  findings  of  the 
Panel  on  Review  of  Bacterial  Vaccines 
and  Bacterial  Antigens  with  “No  U.S. 
Standard  of  Potency.”  The  Panel  eval¬ 
uated  the  safety  and  effectiveness  of 
32  bacterial  vaccine  and  bacterial  anti¬ 
gen  products  and  recommended  that: 
(a)  no  products  be  placed  in  Category 
I  (those  biological  products  deter¬ 
mined  to  be  safe,  effective,  and  not 
misbranded);  (b)  three  products  be 
placed  in  Category  II  (those  biological 
products  determined  to  be  unsafe,  in¬ 
effective  or  misbranded);  (c)  seven 
products  be  placed  in  Category  IIIA 
(those  biological  products  for  which 


available  data  are  insufficient  to  clas¬ 
sify  their  safety  and  effectiveness  but 
which  may  remain  in  the  interstate 
commerce  pending  completion  of  test¬ 
ing  and  conformance  with  the  recom- 
mendatioi^  of  the  Panel);  and  (d) 
twenty-two  products  be  placed  in  Cate¬ 
gory  IIIB  (those  biological  products 
for  which  available  data  are  insuffi¬ 
cient  to  classify  their  safety  and  effec¬ 
tiveness  and  which  should  not  contin¬ 
ue  in  Interstate  commerce). 

The  Commissioner  agreed  with  the 
Panel’s  recommendations  concerning 
the  classification  of  these  products. 
Accordingly,  the  Commissioner  an- 
noimced  his  intention  to  publish  a 
notice  of  opportunity  for  hearing  to 
revoke  the  licenses  for  those  products 
placed  in  Categories  II  and  IIIB.  The 
Notice  of  Opportunity  for  Hearing  was 
published  in  the  F^eral  Register  o| 
December  9, 1977  (42  FH  62162).  Inter¬ 
ested  persons  were  advised  that  they 
could  submit  additional  data  in  re¬ 
sponse  to  the  revocation  notices;  for 
products  placed  in  Category  IIIA,  com¬ 
ments  or  additional  data  concerning 
the  classification  were  also  invited. 

In  addition,  the  November  1977  pro¬ 
posal  contained  the  Commissioner’s 
responses  to  other  panel  recommenda¬ 
tions  concerning  the  testing,  content, 
and  labeling  of  bacterial  vaccines  and 
antigens.  In  view  of  these  recommen¬ 
dations,  the  Commissioner  proposed 
two  amendments  to  the  biolo^cs  regu¬ 
lations;  (1)  in  §  601.25(h)  (21  CFR 
601.25(h)),  to  require  that  the  labeling 
for  Category  IIIA  bacterial  vaccines 
and  antigens  contain  a  prominent 
boxed  statement  referencing  the 
Panel’s  findings  of  insufficient  data  on 
safety  and  effectiveness,  that  written 
informed  consent  be  obtained  from 
participants  in  the  additional  studies 
performed  pursuant  to  §  601.25(h),  and 
that  a  patient  information  insert  be 
included  with  category  IIIA '  products 
continued  in  interstate  commerce;  and 
(2)  in  §  610.19  (21  CFR  610.19),  to  elim¬ 
inate  group  A  streptococcal  microor¬ 
ganisms  and  their  derivatives  from 
bacterial  vaccines  and  antigens.  Com¬ 
ments  on  these  proposals  were  also  so¬ 
licited  by  the  Commissioner  in  the  No¬ 
vember  1977  proposal. 

Because  maniifacturers  of  those  li¬ 
censed  products  placed  in  Categories 
n  and  IIIB  either  did  not  request  a 
hearing,  requested  a  hearing  but  sub¬ 
mitted  no  additional  data,  submitted 
additional  data  which  resulted  in  re¬ 
classification  of  products,  or  requested 
that  the  licenses  be  revoked,  the  Com¬ 
missioner  published  in  the  Federal 
Register  of  October  27,  1978  (43  FR 
50247),  a  notice  that  these  licenses 
have  been  revoked.  Nevertheless,  the 
Commissioner  has  considered  the  com¬ 
ments  submitted  by  patients  and  phy¬ 
sicians  concerning  the  classification  of 
these  products,  as  well  as  the  com¬ 


ments  on  the  proposed  amendments  to 
the  biologies  regulations.  Interested 
persons  were  given  until  January  9, 
1978  to  file  comments  with  the  Hear¬ 
ing  Clerk.  Three  hundred  and  twelve 
letters  were  received,  many  of  which 
contained  more  than  one  comment.  A 
summary  of  the  comments  and  the 
Commissioner’s  responses  are  as  fol¬ 
lows: 

1.  Many  comments  supported  two 
products  which  were  classified  in  Cate¬ 
gory  IIIB.  These  products  are  V-677 
Streptococcus  Vaccine  and  Entoral, 
both  manufactured  by  Eli  Lilly  and 
Co.  Two  hundred  and  ninety-five  com¬ 
ments  requested  reclassification  of  V- 
677  and  public  hearings  to  provide  a 
forum  for  expression  of  the  commen- 
tor’s  views.  One  himdred  and  five  let¬ 
ters  consisted  of  or  included  a  form 
containing  information  in  support  of 
the  safety  and  effectiveness  of  V-677. 
All  of  the  comments  contained  testi¬ 
monials  in  support  of  the  product.  The 
comments  expressed  the  belief  that  V- 
677  is  more  effective  for  the  treatment 
of  arthritis  than  other  drugs  on  the 
market  and  that,  if  V-677  is  removed 
from  the  market,  patients  will  be 
forced  to  accept  the  painful  effects  of 
arthritis  or  take  drugs  with  dangerous 
side  effects.  In  addition,  the  comments 
alleged  that  physicians  may  be  subject 
to  malpractice  suits  for  not  treating 
patients  with  the  most  effective  drug, 
which,  in  the  commentors’  view  is  V- 
677.  Many  of  the  comments  suggested 
that  the  costs  for  studies  required  to 
establish  the  safety  and  effectiveness 
of  V-677  should  be  borne  by  the  Fed¬ 
eral  government.  An  additional  300 
comments  were  submitted  by  patients 
in  support  of  the  safety  and  effective¬ 
ness  of  Entoral,  a  cold  preparation. 
These  comments  also  contained  re¬ 
ports  of  Entoral’s  value  in  individual 
cases. 

’The  biologies  safety  and  efficacy 
review  procedures  were  first  proposed 
in  the  Federal  Register  of  August  18, 
1972  (37  FR  166799.  As  stated  in  that 
proposal,  because  all  biological  prod¬ 
ucts  are  also  drugs  within  the  meaning 
of'  the  Federal  Food,  Drug,  and  Cos¬ 
metic  Act,  the  requirements  for  dem¬ 
onstrating  the  effectiveness  of  drugs 
and  prohibitions  against  their  being 
misbranded  apply  to  products  which 
are  also  subject  to  the  licensing  provi¬ 
sions  of  section  351  of  the  Public 
Health  Service  Act.  Although  biologi¬ 
cal  products  have  been  reviewed  for 
safety  in  the  past,  new  criteria  for 
safety,  like  the  contemporary  stand¬ 
ards  for  demonstrating  effectiveness, 
have  developed  in  recent  years. 

After  reviewing  the  comments  on 
the  proposal,  the  Commissioner  issued 
a  final  order  establishing  the  proce¬ 
dures  for  review  of  the  safety,  effec¬ 
tiveness,  and  labeling  of  biological 
products  in  the  Federal  Register  of 
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February  13.  1973  (38  FR  4319).  The 
preamble  to  that  final  order  discussed 
the  requirements  that  biological  drugs 
be  shown  to  be  both  safe  and  effective 
for  all  their  intended  uses. 

Section  601.25  governing  the  review 
of  biological  products  contains  stand¬ 
ards  for  safety  and  effectiveness.  Sec¬ 
tion  601.25  provides  that  “proof  of  ef¬ 
fectiveness  shall  consist  of  controlled 
clinical  investigations,"  imless  this  re¬ 
quirement  is  waived  on  the  basis  of  a 
showing  that  it  is  not  reasonably  ap¬ 
plicable  to  the  biological  product  or  es¬ 
sential  to  the  validity  of  the  investiga¬ 
tion.  Alternate  methods  of  investiga¬ 
tion  are  appropriate  only  if  they  are 
“adequate  to  substantiate  effective¬ 
ness.”  Although  the  regulations  pro¬ 
vide  that  partially  controlled  or  un¬ 
controlled  studies,  as  well  as  signifi¬ 
cant  human  exp>erience,  may  be  used 
to  corroborate  controlled  clinical  stud¬ 
ies,  isolated  case  reports,  random  expe¬ 
rience.  and  reports  lacking  the  details 
which  permit  scientific  evaluation  will 
not  be  considered  in  support  of  the  ef¬ 
fectiveness  of  the  drug.  (See 
§  601.25(d)(2).)  Section  601.25(d)(3)  au¬ 
thorizes  the  panels  to  consider  the 
benefit-to-risk  ratio  in  determining 
safety  and  effectiveness. 

Since  promulgation  of  the  regula¬ 
tions  governing  the  review  of  the 
safety,  effectiveness,  and  labeling  of 
all  biological  products,  the  Supreme 
Court  has  reaffirmed  that  controlled 
clinical  investigations  constitute  the 
contemporary  standard  and  represent 
the  well-established  principles  of  sci¬ 
entific  investigation.  (See  Weinberger 
V.  Hynson,  Westcott  and  Dunning, 
Inc.,  412  UJS.  609  (1973).)  Based  upon 
the  regulations  and  the  law,  the  Com¬ 
missioner  finds  that  the  testimonials 
submitted  in  support  of  V-677  and  Eln- 
toral  are  not  an  acceptable  alternative 
to  scientifically  valid  proof  of  the 
safety  or  effectiveness  of  these  prod¬ 
ucts.  As  the  Supreme  Court  noted, 
anecdotal  reports  about  drug  safety 
and  effectiveness  are,  unfortunately, 
“treacherous."  “The  Panel  concluded 
that  the  effectiveness  and  safety  of 
treatment  with  a  product  for  a  given 
disease  can  be  Judged  properly  by  ade¬ 
quate  and  well-controlled  studies  on 
populations  of  patients  having  the 
most  well-defined  disease  states  and 
carefully  selected  to  be  as  homogenous 
as  possible.”  (See  the  November  1977 
proposal  at  42  FR  58270  under  “Areas 
of  Panel  Concern.”).  The  Panel  did, 
however,  attempt  to  identify  informa¬ 
tion  that  would  corroborate  the  testi¬ 
monial  evidence  and  unconfirmed  and 
uncontrolled  clinical  impressions  that 
it  received  from  both  producers  and 
individuals.  Alternative  methods  for 
adequate  and  well-controlled  studies 
were  considered.  None  of  these  alter¬ 
natives  was  considered  to  be  sufficient 
to  establish  definitive  effectiveness. 
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for  reasons  articulated  in  the  evalua¬ 
tion  of  each  product.  About  safety,  the 
Panel  noted  that  safety  claims  “were 
based  primarily  upon  the  manufactur¬ 
er’s  reports  of  adverse  reactions.  This 
might  have  been  satisfactory  had 
there  been  some  evidence  of  systemat¬ 
ic  followup  by  physicians  for  the  late, 
and  perhaps  subtle,  adverse '  effects 
that  might  be  associated  with  repeated 
inoculations.  In  view  of  what  is  known 
from  laboratory  studies  about  the  po¬ 
tential  risks  associated  with  repeated 
inoculations  of  foreign  substances,  the 
Panel  was  left  with  reservations  about 
the  long-term  safety  of  the  subject 
products.”  (See  the  November  1977 
proposal  at  42  FR  58270-58271  under 
“Safety.”)  The  Panel  concluded  that  it 
“could  not  recommend  waiver  of  these 
requirements  [21  CTH  601.25(d)]  on 
the  basis  of  claims  that  a  controlled 
clinical  trial  is  not  feasible  because  of 
lack  of  fimding,  lack  of  interest,  or  dif¬ 
ficulty  in  obtaining  a  sufficient 
niunber  of  patients.”  (See  the  Novem¬ 
ber  1977  proposal  at  42  FR  58271 
under  “Panel  Specific  Product  Reports 
and  Reviews.”) 

The  Panel’s  report  reflects  the  care¬ 
ful  consideration  that  the  Panel  gave 
to  physician  and  patient  reports  sub¬ 
mitted  in  support  of  licensed  products. 
The  Panel  issued  a  position  statement 
which  was  “prompted  in  large  part  by 
the  expressed  fears  of  many  practicing 
physicians  that  Panel  members  will 
make  arbitrary  decisions  and  that  the 
findings  of  doctors  who  had  used  these 
biologicals  for  many  years  will  be  dis¬ 
counted  without  careful  consideration. 
This  is  not  the  intent  of  the  Panel 
•  •  (See  the  November  1977  pro¬ 
posal  at  42  FR  58272  under  “Extent  to 
Which  Prior  Use  of  These  Products 
Can  Be  Used  To  Satisfy  Present 
Standards  of  Safety  and  Effective¬ 
ness.”)  This  statement  makes  clear 
that  the  views  of  those  persons  who 
have  submitted  comments  on  the 
Commissioner’s  proposal  have  already 
been  thoughtfully  considered.  In  dis¬ 
cussing  its  evaluation  of  safety,  the 
Panel  identified  exactly  those  prob¬ 
lems  which  establish  the  need  for  sci¬ 
entifically  valid  and  controlled  studies: 
the  lack  of  an  effective  mandatory 
system  for  reporting  adverse  reactions, 
that  a  practicing  physician  sees  only  a 
limited  number  of  patients  and  there¬ 
fore  will  identify  only  adverse  reac¬ 
tions  that  occvu*  at  a  very  high  rate, 
that  patients  with  severe  reactions 
may  not  return  to  the  same  treatment 
situation,  and  that  a  causal  relation¬ 
ship  is  difficult  to  discern  due  to  the 
time  and  other  events  between  the  ad¬ 
ministration  of  a  drug  and  the  onset  of 
the  adverse  reaction.  The  Panel’s  sum¬ 
mary  clearly  shows  that  every  effort 
was  made  to  give  all  reasonable  credit 
to  significant  human  experience 
during  marketing.  (See  the  November 
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1977  proposal  at  42  FR  58272  under 
“Summary.”) 

'The  Commissioner  notes  that  nonde- 
liberative  portions  of  all  meetings  of 
the  Panel  were  open  to  the  public.  An¬ 
nouncements  of  the  meetings  were 
published  in  the  Federal  Register 
before  each  meeting,  and  interested 
persons  were  given  an  opportunity  to 
make  presentations  to  the  Panel.  No 
person  who  requested  an  opportunity 
to  appear  and  make  a  presentation 
was  denied  that  request.  In  addition, 
as  part  of  the  process  of  nominating 
qualified  experts  to  serve  on  the 
Panel,  the  Commissioner  issued  letters 
to  approximately  35  medical  and  scien¬ 
tific  associations  and  consumer  groups 
advising  them  of  the  review  of  bacte¬ 
rial  vaccines  and  bacterial  antigen 
products.  Ample  opportunity  was 
given  for  public  participation  in  the 
proceedings,  and  manufacturers  had 
adequate  time  and  opportunity  to 
present  additional  data  in  support  of 
continued  licensure  for  their  products. 
For  these  reasons,  the  request  that  ad¬ 
ditional  public  hearings  be  provided  to 
present  a  fonun  for  those  disagreeing 
with  the  Panel’s  recommendations  and 
the  Commissioner’s  conclusions  is 
denied. 

The  Panel  reviewed  and  evaluated 
the  reports  submitted  in  support  of 
the  safety  and  effectiveness  of  V-677. 
As  to  effectiveness,  the  Panel  found 
that  the  only  “controlled”  study  was 
inadequate,  that  its  result  was  incon¬ 
clusive  and  that  it  “does  not  provide 
the  data  required  for  a  positive  judg¬ 
ment  of  the  safety  or  effectiveness  of 
V-677.”  (See  the  November  1977  pro¬ 
posal  at  42  FR  58290  under  b.  Effec¬ 
tiveness.)  The  Panel  concluded  that 
the  study  had  “deficiencies  which  seri¬ 
ously  impair  current  usefulness.”  As  to 
safety,  the  Panel  concluded  that  the 
available  data  supporting  the  pre¬ 
sumed  safety  of  the  product  “may  be 
more  apparent  than  real”  and  that  re¬ 
ported  observations  “posed  questions 
of  safety  with  regard  to  the  chronic  in¬ 
jection  of  such  material  into  humans.” 
(See  42  FR  58290  under  a.  Safety.)  The 
Panel  placed  V-677  in  Category  IIIB 
because  there  is  no  substantial  evi¬ 
dence  of  safety  or  effectiveness  nor  is 
there  even  evidence  presumptive  of 
safety.  < 

The  Panel  reviewed  the  data  submit¬ 
ted  in  support  of  Entoral’s  effective¬ 
ness  and  concluded  that  although  the 
labeling  for  the  product  was  cautious¬ 
ly  worded,  “the  statement  on  use  Of 
the  vaccine  does  imply  effectiveness, 
but  the  implication  is  not  supported 
by  the  evidence.”  (See  the  November 
1977  proposal  at  42  FR  58286  imder  c. 
Labeling.)  The  Panel  fovmd  that  “the 
vaccine  has  long  since  been  put  to  the 
test  of  controlled  clinical  studies  and 
found  wanting.”  (See  42  FR  58286 
under  a.  Critique. )  None  of  the  studies 
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reviewed  by  the  Panel  demonstrated 
claims  for  effectiveness.  The  Panel 
concluded  that  there  was  neither  sub¬ 
stantial  nor  presumptive  evidence  of 
effectiveness  of  Entoral. 

The  Commissioner  adopted  the 
Panel’s  recommendations  on  V-677 
and  Entoral  and  proposed  that  they  be 
placed  in  Category  IIIB.  A  notice  of 
opportunity  for  hearing  on  the  revoca¬ 
tion  of  the  license  of  Entoral  was  not 
published  since  the  license  for  Entoral 
was  revoked  at  the  request  of  Eli  Lilly 
and  Co.  on  April  11, 1977. 

In  response  to  the  notice  of  opportu¬ 
nity  for  hearing  concerning  V-677,  Eli 
Lilly  and  Co.  did  not  request  a  hearing 
or  submit  any  data.  Accordingly,  their 
license  was  revoked.  (See  the  October 
27,  1978  Notice.) 

The  Commissioner  advises  that  an 
opportunity  for  a  hearing  is  directed 
to  the  manufacturer  of  a  product 
whose  license  is  the  subject  of  the  pro¬ 
posed  revocation.  If  a  hearing  is  re¬ 
quested  by  a  manufacturer  and  grant¬ 
ed,  all  interested  parties  may  present 
evidence  regarding  the  proposed  revo¬ 
cation  (21  CPR  12.45).  However,  In 
view  of  the  failure  by  Eli  Lilly  and  Co. 
to  request  a  hearing,  no  further  pro¬ 
ceeding  is  available. 

The  Commissioner  notes  that  there 
are  numerous  drugs  other  than  V-677 
which  are  marketed  for  the  treatment 
of  arthritis.  FVjr  this  reason,  the  Com¬ 
missioner  rejects  the  suggestion  that 
revocation  of  the  V-677  license  will 
cause  substantial  adverse  effects  for 
current  users  of  V-677  who  must  now 
select  other  arthritis  drugs.  Drugs  rec¬ 
ommended  for  treatment  of  arthritic 
conditions,  like  every  other  drug,  have 
the  potential  for  causing  some  side  ef¬ 
fects  in  some  individuals.  Generally,  it 
is  the  responsibility  of  the  physician 
prescribing  these  drugs  to  weigh  the 
benefits  against  the  risks  involved  in 
treatment  of  each  individual  patient 
and  to  ensure  that  the  patient  gains 
the  maximum  benefits  with  the  least 
possible  risks. 

The  Commissioner  also  notes  that 
the  classification  of  a  product  into 
Category  IIIB  does  not  preclude  fur¬ 
ther  studies.  It  requires  only  that  the 
product  not  be  marketed  commercially 
while  controlled  studies  are  conducted 
in  wccordance  with  the  IND  provisions 
of  the  law.  Those  persons  being  treat¬ 
ed  with  V-677  may  serve  as  test  sub¬ 
jects  for  the  IND  clinical  trials.  This 
mechanism  provides  for  continued 
availability  of  a  drug  but  only  as  part 
of  a  plan  to  study  its  safety  and  effec¬ 
tiveness.  This  mechanism  also  pro¬ 
vides  maximum  protection  to  the  test 
subjects.  Thus,  although  the  Eli  Lilly 
and  Co.  licenses  for  both  Entoral  and 
V-677  have  been  revoked,  the  law  does 
not  prohibit  investigational  new  drug 
use  of  either  drug. 


2.  Thirteen  comments,  primarily 
from  practicing  physicians,  asserted 
that  Hoffman  Laboratories’  Respira¬ 
tory  Bacterial  Antigen  Complex 
(BAC),  and  Pooled  Skin  BAC  are  ef¬ 
fective  for  upper  respiratory  and  skin 
infections  and  cause  no  known  side  ef¬ 
fects.  These  comments  requested  that 
these  products  be  reclassified. 

The  Panel  recommended  that  the 
Respiratory  BAC  be  placed  in  Catego¬ 
ry  IIIA  on  the  condition  that  it  not 
contain  group  A  streptococcus  strains 
and  that  the  labeling  state  in  standard 
medical  terminology  the  specific  indi¬ 
cations  for  use.  (See  the  November 
1977  proposal  at  42  FR  58296.)  The 
Panel  recommended  that  the  Pooled 
Skin  BAC  be  placed  in  Category  IIIB. 
For  both  products,  the  Panel  conclud¬ 
ed  that  there  was  no  substantial  evi¬ 
dence  of  safety  and  effectiveness.  The 
Panel  found  some  presumptive  evi¬ 
dence  of  safety  for  the  respiratory 
BAC  products  but  no  presumptive  evi¬ 
dence  of  safety  for  the  pooled  skin 
products.  These  conclusions  were 
based  on  an  extensive  review  of  the 
data  submitted  in  support  of  these 
products  and.  as  specifically  noted  by 
the  Panel,  upon  the  consideration  of 
numerous  “letters,  depositions,  and  re¬ 
ports  from  physicians  and  patients 
supporting  the  efficacy  of  respiratory 
BAC  products.’’  (See  the  November 
1977  proposal  at  42  FR  58295.)  The 
Panel  noted  that  the  support  for  the 
effectiveness  of  these  preparations  in 
humans  in  “based  entirely  on  uncon¬ 
trolled  studies,  case  reports,  letters, 
and  depositions  from  physicians  and 
their  patients.’’  (See  42  PH  58295 
under  (2)  Effectiveness.)  The  Panel 
found  that  the  indications  for  use  in 
the  labeling  “are  extremely  broad,’’ 
and  that  the  “present  state  of  knowl¬ 
edge  neither  proves  nor  disproves  the 
possibility  that  bacterial  antigens  or 
vaccines  in  general  or  these  products 
in  particular  induce  either  of  the 
[claimed]  effects.’’  The  Panel  also  felt 
that  the  package  insert  “is  totally  in¬ 
adequate’’  in  guiding  the  physician 
user’s  selection  among  the  four  prod¬ 
ucts  marketed.  “Published  articles 
supplied  by  the  manufacturer,  at  the 
specific  request  of  the  physician, 
failed  to  provide  adequate  guidance.’’ 
(See  the  November  1977  proposal  at  42 
PH  58296  under  (4)  Labeling).  Hoff¬ 
man  Laboratories  requested  the  revo¬ 
cation  of  their  licenses  for  the  manu¬ 
facture  of  all  of  their  licensed  biologi¬ 
cal  products.  The  comments  recom¬ 
mending  that  these  products  be  up¬ 
graded  are  rejected. 

3.  The  Panel  recommended  that  the 
Federal  government  sponsor  some  of 
the  studies  required  to  establish  the 
safety  and  effectiveness  of  bacterial 
vaccines  and  bacterial  antigen  prod¬ 
ucts.  In  response  to  that  recommenda¬ 
tion.  the  Commissioner  noted  that  the 


regulations  provided  for  such  studies 
in  §  601.25(h)(1)  and  acknowledged 
that  such  studies  may  be  desirable  and 
beneficial.  Accordingly,  the  Commis¬ 
sioner  solicited  comments  on  the  pro¬ 
posal  by  the  Panel  for  the  expenditure 
of  Federal  funds  to  study  these  prod¬ 
ucts. 

In  response  to  that  invitation,  seven 
comments  were  received,  all  of  which 
supported  the  expenditure  of  Federal 
funds  for  additional  studies  of  prod¬ 
ucts  in  category  IIIA.  The  comments 
suggested  that  Federal  support  was 
necessary  because  the  cost  for  the  re¬ 
quired  studies  would  be  prohibitive  for 
small  manufacturers.  In  view  of  the 
Panel’s  recommendation  and  the  re¬ 
sponses  submitted,  the  Director. 
Bureau  of  Biologies,  will  notify  the  ap¬ 
propriate  Federal  agencies  so  that 
such  studies  may  be  considered  and 
priorities  assigned.  The  FDA  budget 
does  not  provide  for  developmental  re¬ 
search  in  support  of  marketed  prod¬ 
ucts  because  the  law  places  this 
burden  upon  the  proponent  or  manu¬ 
facturer. 

4.  Two  comments  suggested  that  the 
Commissioner  permit  ineffective  bac¬ 
terial  vaccines  to  remain  on  the 
market  as  placebos  for  psychological 
effects. 

Ineffective  drugs  may  not  be  lawful¬ 
ly  sold  or  distributed  in  interstate 
commerce.  Such  drugs  are  misbranded 
^d  are  new  drugs  within  the  meaning 
of  the  Federal  Food,  Drug,  and  Cos¬ 
metic  Act.  Unlike  true  placebos,  inef¬ 
fective  drugs  may  cause  physiological 
or  pharmacological  effects  in  addition 
to  the  psychological  (placebo)  effects. 
Therefore,  the  use  of  ineffective  drugs 
as  placebos  is  inconsistent  with  sound 
medical  practice.  Accordingly,  the 
comments  are  rejected. 

5.  'Two  comments  objected  to  the 
statement  in  item  lb.  of  the  proposal’s 
preamble  at  42  FR  58315,  that  “safety 
and  effectiveness  of  the  products  rest 
largely  upon  information,  in  the  form 
of  anecdotes  and  results  of  informal 
studies,  which  were  collected  during 
the  long  years  of  use  of  the  products.’’ 
The  comments  state  that  the  state¬ 
ment  is  not  true  for  some  products 
placed  in  Category  IIIA  by  the  Panel. 
However,  the  comments  did  not  identi¬ 
fy  any  specific  product  or  provide  data 
to  support  their  objection. 

The  Commissioner  advises  that  the 
Panel’s  conclusions  were  based  on  data 
the  manufacturers  submitted  in  sup¬ 
port  of  the  products,  other  medical  lit¬ 
erature,  and  oral  presentations  by  in¬ 
terested  persons  and  manufacturers  at 
the  Panel’s  meetings.  The  statement 
in  item  lb.  of  the  proposal’s  preamble 
applies  to  all  products  placed  in  Cate¬ 
gory  IIIA.  Therefore,  the  comments 
are  rejected. 

6.  One  comment  noted  that  Staphy¬ 
lococcus  albus  and  Staphylococcus . 
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aureus  were  incorrectly  listed  as  com¬ 
ponents  of  the  Hollister-Stier  products 
classified  as  Category  IIIB  by  the 
Panel.  The  organisms  should  have 
been  listed  as  components  of  the  Hol¬ 
lister-Stier  products  that  were  classi¬ 
fied  as  Category  IIIA  by  the  Panel. 

The  Commissioner  agrees  with  this 
comment.  Therefore,  the  organism 
listing  of  Staphylococcus  albus  and 
aureus  Is  corrected  on  the  official 
agency  copy  of  the  proposal.  This  cor¬ 
rection  was  also  made  hi  a  notice  pub¬ 
lished  in  the  Federal  Register  of  Oc¬ 
tober  27,  1978. 

7.  One  comment  suggested  that  the 
Commissioner  require  in  vivo  studies 
in  humans  before  a  drug  is  marketed 
because  treatment  is  usually  given  to  a 
patient  with  a  complicated  disease 
process  and  in  vitro  results  do  not  nec¬ 
essarily  forecast  the  actual  effects  of 
the  drug  when  used  in  humans. 

The  Commissioner  advises  that  the 
requirements  in  §§601.21  and  601.25 
already  preclude  the  marketing  of  a 
drug  in  interstate  commerce  until 
there  is  substantial  evidence  of  effec¬ 
tiveness  derived  from  adequate  and 
well-controlled  investigations,  includ¬ 
ing  clinical  investigations.  Such  stud¬ 
ies  include  use  in  susceptible  persons 
and  should  be  sufficient  to  establish 
the  pharmacological  effects  of  the 
drug  when  used  in  the  manner  and  by 
the  mode  of  administration  suggested 
in  the  manufacturer’s  labeling.  Ac¬ 
cordingly,  the  Commissioner  believes 
there  is  no  apparent  need  to  change 
this  requirement  and  the  comment  is 
rejected. 

8.  In  conjunction  with  the  proposal 
to  place  certain  products  in  Category 
IIIA  and  in  view  of  the  Panel’s  conclu¬ 
sions  concerning  the  effectiveness  of 
Category  IIIA  drugs,  the  Commission¬ 
er  proposed  that  (1)  the  circular  and 
promotional  material  for  these  drugs 
must  have  a  prominent  boxed  state¬ 
ment  referencing  the  need  for  further 
data  to  fully  establish  effectiveness; 
(2)  written  informed  consent  be  ob¬ 
tained  from  participants  in  the  requi¬ 
site  additional  studies,  an  explanation 
of  the  product  and  the  purpose  of  the 
study  be  given  to  such  participants, 
and  a  clear  opportunity  be  provided  to 
them  to  refuse  to  participate  in  the 
study;  and  (3)  a  printed  patient  insert 
be  included  with  all  Category  IIIA 
Bacterial  Vaccines  and  Bacterial  Anti¬ 
gens  which  have  been  designated  as 
having  “No  U.S.  Standard  of  Potency’’ 
continued  in  interstate  commerce.  ’The  ■ 
requirements  for  the  boxed  warning 
and  informed  consent  were  the  same 
as  those  proposed  by  the  Commission¬ 
er  in  the  Federal  Register  of  Septem¬ 
ber  30,  1977,  in  the  proposal  concern¬ 
ing  the  implementation  of  the  report 
of  the  Panel  on  Review  of  Skin  Test 
Antigens. 


One  conunent  was  received  in  re¬ 
sponse  to  the  proposed  labeling.  It 
stated  that  the  requirement  for  a 
prominent  boxed  warning  will  cause  a 
marked  reduction  in  the  use  of  the 
products  identified  with  this  notice. 

As  the  Commissioner  noted  in  the 
proposal,  the  conclusion  by  an  expert 
panel  that  the  data  in  support  of  the 
products’  safety  and  effectiveness  are 
currently  insufficient  is  a  material  fact 
within  the  meaning  of  section  201(n) 
of  the  Federal  Food,  Drug,  and  Cos¬ 
metic  Act  (21  U.S.C.  321(n))  and  the 
failure  to  disclose  this  fact  is  mislead¬ 
ing,  resulting  in  the  products  being 
misbranded.  Moreover,  the  Commis¬ 
sioner  believes  that  it  is  essential  that 
patients  and  physicians  be  aware  of 
the  lack  of  controlled  studies  in  sup¬ 
port  of  a  product.  In  addition,  the 
Commissioner  notes  that  a  boxed 
warning  concerning  the  results  of 
expert  panel  reviews  has  been  used  for 
many  years  in  conjimction  with  drugs 
which  were  the  subject  of  the  efficacy 
review  panels  in  the  1960’s.  (See 
§201.200  (21  CFR  201.200).)  Accord¬ 
ingly,  the  comment  is  rejected. 

However,  the  Commissioner  has  de¬ 
cided  that  the  adoption  of  the  boxed 
warning  and  written  informed  consent 
for  participants  in  studies  conducted 
on  Category  IIIA  products 
(§  601.25(h)(4)  and  (5))  should  be  pro¬ 
mulgated  upon  specific  notice  to  those 
persons  affected  by  the  review  of  each 
category  of  biological  products.  Ac¬ 
cordingly,  this  final  order  imposes 
these  requirements  for  Bacterial  Vac¬ 
cines  and  Bacterial  Antigens  with  “No 
U.S.  Standard  of  Potency’’  only.  When 
the  final  order  is  published  for  skin 
test  antigens,  the  Commissioner  will 
consider  the  application  of  these  re¬ 
quirements  to  those  particular  prod¬ 
ucts. 

9.  Three  comments  from  manufac¬ 
turers  and  manufacturer  associations 
stated  that  §  610.25(h)(6)  should  not 
be  amended  to  require  a  printed  pa¬ 
tient  insert  because  the  presence  of  a 
printed  patient  insert  may  result  in 
the  patient’s  refusal  to  take  medica¬ 
tions  bearing  such  labeling.  One  com¬ 
ment  stated  that  FDA  has  no  legal  au¬ 
thority  to  require  such  patient  label¬ 
ing. 

FDA  is  charged  with  assuring  that  li¬ 
censed  biologies  are  safe  and  effective 
for  their  intended  uses  and  that  essen¬ 
tial  information  concerning  contrain¬ 
dications  and  warnings  is  fully  dis¬ 
closed  to  physicians.  Accordingly,  the 
Commissioner  has  reviewed  the  recom¬ 
mendations  of  the  Panel  regarding 
Category  IIIA  products,  taking  into 
account  the  following  factors.  ’The 
Panel  stated: 

Justification  for  placing  products  in  Cate¬ 
gory  IIIA  is  presumptive  evidence  of  effec¬ 
tiveness  and  safety.  Although  not  clearly 
stated,  the  Implication  is  that  such  sugges¬ 


tive  evidence  can  be  largely  derived  from 
the  fact  that  many  of  the  products  have 
been  widely  used  for  many  years  and  that 
although  systematic  rigorous  trials  may  not 
have  been  done,  the  lack  of  reported  dan¬ 
gerous  side  effects  over  a  peri^  of  many 
years  indicates  in  itself  at  least  a  certain 
degree  of  safety.  Effectiveness  can  be  looked 
at  in  the  same  way. 

The  Panel  also  noted  that; 

Claims  for  safety  were  based  primarily 
upon  the  manufacturers'  reliance  on  long 
marketing  experience  and  infrequent  physi¬ 
cians'  reports  of  adverse  reactions.  This 
might  have  been  satisfactory  had  there 
been  some  evidence  of  systematic  followup 
by  physicians  for  the  late,  and  perhaps 
subtle,  adverse  effects  that  might  be  associ¬ 
ated  with  repeated  inoculations.  In  view  of 
what  is  known  from  laboratory  studies 
about  the  potential  risks  associated  with  re¬ 
peated  inoculations  of  foreign  substances, 
the  Ptuiel  was  left  with  reservations  about 
the  long-term  safety  of  the  subject  prod¬ 
ucts. 

These  products  are  administered  re¬ 
peatedly  and  over  long  periods  of  time. 
’The  medical  profession  generally  rec¬ 
ognizes  that  other  therapies  are  avail¬ 
able  for  the  conditions  for  which  these 
products  are  used.  There  is  no  present 
assurance  that  persons  treated  with 
these  products  are  being  made  aware 
of  the  potential  for  risk  or  of  the 
availability  of  alternative  modes  of 
treatment. 

It  was  for  these  reasons  that  the 
Panel  explicitly  stated: 

Vaccines  and  antigens  that  have  been  rec¬ 
ommended  for  Category  IIIA.  i.e.,  licensure 
permitted  to  continue  for  a  limited  time 
while  further  studies  are  done,  require  sepa¬ 
rate  considerations  on  labeling. 

*  *  *  Useful  information  about  safety  and 
effectiveness  should  be  provided  directly  to 
patients  who  receive  products  continued  in 
use.  The  package  insert  or  circular  used  to 
satisfy  the  need  for  consumer  information 
should  contain  the  updated  information 
provided  to  the  prescribing  physician.  The 
package  insert  or  circular  given  to  the  pa¬ 
tient  and  physician  should  also  state  in 
boldface,  at  the  beginning,  that  this  product 
is  under  review  by  FDA  for  a  limited  time 
since  safety  and  effectiveness  have  not  been 
substantially  established.  In  particular,  it 
should  be  noted  that  adequately  controlled 
human  trials  have  not  been  done. 

Accordingly,  the  Panel  recommend¬ 
ed  that  the  labeling  “include  a  patient 
information  insert.’’ 

In  view  of  the  foregoing,  the  Com¬ 
missioner  concludes  that  it  is  in  the 
public  interest  to  provide  users  of 
these  particular  Category  IIIA  prod¬ 
ucts  with  notice  of  those  factors  that 
concerned  the  Panel. 

Therefore,  the  Commissioner  also 
concludes  that  a  procedure  must  be 
developed  for  providing  this  informa¬ 
tion  to  prospective  users  of  these  prod¬ 
ucts.  A  proposed  procedure  is  now 
being  developed  by  the  agency  and 
will  be  published  in  the  Federal  Reg¬ 
ister  as  soon  as  possible. 
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The  Commissioner  notes,  and  con¬ 
curs  with  the  Panel’s  finding  regard¬ 
ing.  the  specific  characteristics  of 
these  products  which  distinguish  them 
from  other  licensed  biologies  and  from 
other  drugs,  and  which  therefore 
make  it  necessary,  in  the  judgment  of 
the  Panel  and  the  Commisssioner.  to 
provide  information  to  prospective 
users.  In  this  respect  the  Panel  stated; 

While  all  licensed  biologies  are  undergoing 
reviews  for  safety,  effectiveness,  and  appro¬ 
priateness  of  labeling  at  this  time,  the  prod¬ 
ucts  assigned  to  this  Panel  have  several 
characteristics  that  distinguish  them  from 
other  categories  of  vaccines  and  antigens. 

This  finding  resulted  from  problems 
summarized  by  the  Panel  as  follows: 

1.  The  etiologies  and  pathogeneses  of 
many  conditions  treated  with  “bacterial  vac¬ 
cines  and  antigens"  and  the  way  in  which 
they  might  prevent  or  alleviate  the  patholo¬ 
gic  state  are  not  well  understood. 

2.  The  causal  relationships  of  the  species 
or  strains  of  vaccine  organisms  (or  deriva¬ 
tives)  to  the  diseases  for  which  they  are  pre¬ 
scribed  are  generally  unclear. 

3.  Standards  of  potency  are  needed,  in¬ 
cluding  precise  indentification  of  the  con¬ 
tents  of  the  finished  inducts. 

4.  Patients  treated  for  many  of  the  recom¬ 
mended  conditions  represent  highly  hetero¬ 
geneous  subgroups  whose  conditions  and 
s3m(iptoms  are  noticeably  labile  and  difficult 
to  characterize  objectively.  These  subpopu¬ 
lations  should  be  defined  and  identified. 

5.  Data  on  the  rate  and  significance  of 
spontaneous  remissions  in  the  chronic  disor¬ 
ders  for  which  these  products  are  used  are 
not  available. 

6.  The  rationale  by  which  the  selection  of 
bacterial  strains  for  incorporation  in  a  given 
product  often  was  either  not  clear  or  not 
stated. 

7.  The  need  to  include  different  bacterial 
strains  (and  species)  into  one  vehicle  was 
not  documented. 

It  should  be  noted  that  the  policy  to 
require  labeling  directed  to  the  patient 
for  certain  prescription  products  as  re¬ 
quired  by  specific  circumstances  is  al¬ 
ready  established  and  being  followed 
by  the  agency.  (See  §310.501,  as 
amended  in  the  F^eral  Register  of 
January  31,  1978  (43  FR  4214)  for  oral 
contraceptives;  §310.515  (21  CFR 

310.515) ,  promulgated  by  final  order 
published  in  the  Federal  Register  of 
July  22.  1977  (42  FR  37636)  for  estro¬ 
genic  drugs;  and  §310.516  (21  CFR 

310.516) ,  promulgated  by  final  order 
published  in  the  Federal  Register  of 
October  13,  1978  (43  FR  47178)  for 
progestational  drugs.)  The  authority 
to  promulgate  patient  package  insert 
information  for  drugs,  including  bio¬ 
logical  drugs  subject  to  section  351  of 
the  Public  Health  Service  Act,  is 
stated  in  the  preambles  of  these  final 
orders,  as  well  as  in  the  general  label¬ 
ing  proposal  published  in  the  Federal 
Register  of  April  7,  1975  (40  FR 
15392).  This  authority  has  been  pre- 
limiiuuily  upheld  by  the  one  court 
that  has  reviewed  the  issue  {Pharma¬ 


ceutical  Manufacturers  Association  v. 
FDA,  Civ.  No.  77-291  (D.  Del.,  October 
5.  1977)  (order  denying  preliminary  in¬ 
junction)).  For  a  general  explanation 
of  FDA’s  rulemaking  authority,  see 
National  Nutritional  Foods  Associ¬ 
ation  V.  Weinberger,  512  F.2d  688,  695- 
698  (2d  Cir.  1975). 

10.  ’Two  comments  on  proposed 
§610.19  suggested  that  the  regulation 
should  be  redrafted  because  it  now  ap¬ 
pears  to  prohibit  the  use  of  group  A 
streptococcus  organisms  under  all  cir¬ 
cumstances. 

The  Commissioner  advises  that 
§  610.19  (21  CFR  610.19)  prohibits  the 
interstate  marketing  of  any  Bacterial 
Vaccines  and  Bacterial  Antigens  with 
“No  U.S.  Standard  of  Potency’’  which 
contain  group  A  streptococcus  organ¬ 
isms  and  their  derivatives.  However, 
the  regulation  does  not  prohibit  the 
presence  of  these  organisms  in  bacte¬ 
rial  products  subject  to  investigation 
under  the  investigational  new  drug 
provisions  of  the  law  and  consistent 
with  21  CFR  Part  312.  the  Commis¬ 
sioner  finds  the  currently  drafted  reg¬ 
ulation  clear  and  rejects  the  comment. 

The  Commissioner  considered  the 
comments  and  other  relevant  informa¬ 
tion  and  concludes  that  the  proposal 
on  the  Panel’s  recommendations  con¬ 
cerning  the  Classification  of  products 
into  Categories  I,  II,  IIIA,  and  IIIB 
should  be  and  is  hereby  adopted,  with 
changes,  as  set  forth  below. 

a.  Category  1— Biological  products 
determined  to  be  safe  and  effective  and 
not  misbranded  that  should  continue 
in  interstate  commerce.  None  of  the 
Bacterial  Vaccines  and  Bacterial  Anti¬ 
gens  with  “No  U.S.  Standard  of  Poten¬ 
cy’’  was  placed  into  this  category. 

b.  Category  11— Biological  products 
determined  to  be  unsafe  or  ineffective 
or  to  be  misbranded  that  should  not 
continue  in  interstate  commerce. 
Product  licenses  for  Category  II  prod¬ 
ucts  were  revoked  as  announced  in  the 
Federal  Register  notice  of  revocation 
and  reclassification  on  October  27, 
1978  (43  FR  50247). 

r  c.  Category  lllA— Biological  prod¬ 
ucts  for  which  available  data  are  in¬ 
sufficient  to  classify  their  safety  and 
^fectiveness  but  ichich  may  remain  in 
interstate  commerce.  Respiratory  UBA 
(UBA-32)  manufactured  by  Eli  Lilly 
and  CD.,  licensed  No.  56;  Respiratory 
B.A.C.  manufactured  by  Hoffmann 
Laboratories.  Inc.,  license  No.  283; 
Staphyloc(xx;al  B.A.C.  manufactured 
by  Hoffmann  Laboratories.  Inc.,  li¬ 
cense  No.  283;  Bacterial  Vaccines 
Mixed  Respiratory  (MRV  or  MR VI) 
manufactured  by  HoUister-Stier,  Divi¬ 
sion  of  Cutter  Laboratories,  license 
No.  8;  Bacterial  Vaccines  for  ’Treat¬ 
ment,  Special  Mixtures  containing 
only  the  following  organisms— Stophy- 
lococcus  {aureus  and  albus).  Strepto¬ 
coccus  {viridans  and  nonhemolytic) 


Diplococcus  pneumoniae,  Neisseria  ca- 
tarrhalis,  Klebsiella  pneumoniae,  Hae¬ 
mophilus  influenzae  manufactured  by 
Hollister-Stier,  Division  of  Cutter  Lab¬ 
oratories,  license  No.  8;  Staphylococ¬ 
cus  Toxoid  Sclavo  manufactured  by  Is- 
tituto  Sieroterapico  Vaccinogeno  Tos¬ 
cano  “Sclavo,”  license  No.  238;  Staphy- 
lococcus  Toxoid;  Formalinized:  Dilu¬ 
tion  No.  1,  Dilution  No.  2;  Digest- 
Modified  manufactured  by  I.-ederle 
Laboratories  Division,  license  No.  17; 
and  Staphage  Lysate  (SPL)  Type  I 
and  Types  I  and  III  combined  manu¬ 
factured  by  Delmont  Labs.  Inc.,  li¬ 
cense  No.  299.  Licenses  remain  in 
effect  for  these  products  pending  con¬ 
formance  with  the  Panel’s  recommen¬ 
dations  and  completion  of  testing 
(except  that,  at  the  request  of  Hoff¬ 
mann  Laboratories,  Inc.,  their  license 
to  manufacture  Respiratory  B.A.C. 
and  Staphylococcal  B.A.C.  was  re¬ 
voked  as  annoimced  in  the  October  27. 
1978  Federal  Register  notice  of  revo¬ 
cation  and  reclassification). 

For  products  now  herein  classified  in 
Category  IIIA  for  which  license  revo¬ 
cations  have  not  been  issued  at  the  re¬ 
quest  of  the  licensee,  manufacturers 
shall  submit,  within  30  days  following 
publication  of  this  order,  a  written 
statement  of  those  studies  which  the 
licensee  proposes  to  undertake  to  re¬ 
solve  the  questions  raised  about  the 
products.  If  no  such  commitment  is 
made  or  adequate  or  appropriate  stud¬ 
ies  are  not  undertaken,  the  Commis¬ 
sioner  shall  institute  procedings  to 
revoke  the  license  (21  CPU 
601.25(hKI)).  Licenses  for  Category 
IIIA  products  will  remain  in  effect 
pending  the  conduct  of  studies  as  rec¬ 
ommended  by  the  Panel  and  adopted 
by  the  Commissioner.  Labeling 
changes  recommended  by  the  Panel 
and  now  adopted  by  the  Commissioner 
shall  become  effective July  5.  1979. 
Because  data  submitted  by  Delmont 
Laboratories,  Inc.,  have  been  found  to 
be  adequate  to  reclassify  its  staphage 
lysate  types  I  and  II  combined,  license 
No.  299,  from  Category  IIIB  to  IIIA, 
the  requirements  concerning  comple¬ 
tion  of  testing  and  labeling  apply  to 
these  products. 

Additional  background  data  and  in¬ 
formation  on  which  the  Commissioner 
relies  in  promulgating  these  regula¬ 
tions  are  on  public  display  in  the 
office  of  the  Hearing  CHerk  (HFA-305). 
Food  and  Drug  Administration,  Rm.  4- 
65,  5600  Fishers  Lane,  Rockville,  MD 
20857. 

Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  201,  502, 
505,  701,  52  Stat.  1040-1042  as  amend¬ 
ed,  1050-1053  as  amended,  1055-1056 
as  amended  by  70  Stat.  919  and  72 
Stat.  948  (21  U.S.C.  321,  352,  355,  371)), 
the  Public  Health  Service  Act  (sec. 
351,  58  Stat.  702  as  amended  (42  UJS.C. 
262)),  and  the  Administrative  Proce- 
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dure  Act  (secs.  4,  10,  60  Stat.  238  and 
243  as  amended  (5  U.S.C.  553,  702,  703, 
704)),  and  under  authority  delegated 
to  the  Commissioner  (21  CFR  5.1), 
Parts  601  and  610  are  amended  as  fol¬ 
lows: 

1.  In  Part  601,  §  601.25  is  amended  by 
revising  the  heading  of  paragraph  (h) 
and  adding  new  paragraph  (h)  (4)  and 
(5)  to  read  as  follows: 

§  601.26  Review  procedures  to  determine 
that  licensed  biological  products  are 
safe,  effective,  and  not  misbranded 
under  the  prescribed,  recommended,  or 
suggested  conditions  of  use. 

«  «  •  •  • 

(h)  Additional  studies  and  labeling. 

«  «  • 

(4)  Labeling  and  promotional  materi¬ 
al  for  Bacterial  Vaccines  and  Bacterial 
Antigens  with  "No  U.S.  Standard  of 
Potency”  requiring  additional  studies 
shall  bear  a  box  statement  in  the  fol¬ 
lowing  format: 


Based  on  a  review  by  Che 
Panel  on  Revleif.of  (Insert  name 
of  appropriate  panel)  and  other 
information,  the  Food  and  Drug 
Administration  has  directed 
Chat  further  investigation 
be  conducted  before  this 
product  is  determined  to-be 
fully  effective  for' labeled 
indica  C ion( s  )  . 


(5)  A  written  informed  consent  shall 
be  obtained  from  participants  in  the 
requisite  additional  studies  for  Bacte¬ 
rial  Vaccines  and  Bacterial  Antigens 
with  "No  n.S.  Standard  of  Potency” 
explaining  the  nature  of  the  product 


and  the  investigation.  The  explanation 
shall  consist  of  such  disclosure  and  be 
so  made  that  intelligent  and  informed 
consent  be  given,  and  that  a  clear  op¬ 
portunity  to  refuse  is  presented. 

•  •  •  •  • 

2.  In  Part  610,  new  §  610.19  is  added 
to  Subpart  B  to  read  as  follows: 

§  610.19  Status  of  specific  products;  Group 
A  streptococcus. 

The  presence  of  Group  A  streptococ¬ 
cus  organisms  and  derivatives  of 
Group  A  streptococcus  in  Bacterial 
Vaccines  and  Bacterial  Antigens  with 
"No  U.S.  Standard  of  Potency”  may 
induce  dangerous  tissue  reactions  in 
humans.  Available  data  demonstrate 
that  they  are  unsafe  as  ingredients  in 
products  for  human  use.  Group  A 
streptococcus  organisms  and  deriva¬ 
tives  of  Group  A  streptococcus  are 
prohibited  from  Bacterial  Vaccines 
and  Bacterial  Antigens  with  "No  n.S. 
Standard  of  Potency.”  Any  Bacterial 
Vaccine  or  Bacterial  Antigen  with  "No 
U.S.  Standard  of  Potency”  containing 
Group  A  streptococcus  organisms  or 
derivatives  of  Group  A  streptococcus 
in  interstate  commerce  is  in  violation 
of  section  351  of  the  Public  Health 
Service  Act  (42  U.S.C.  262). 

•  *  •  *  • 

EFFECTIVE  DATE.  This  regulation 
becomes  effective  January  5,  1979, 
except  that  the  labeling  requirements 
become  effective  July  5, 1979. 

(Secs.  201,  502.  505,  701,  52  Stat.  1040-1042 
as  amended,  1050-1053  as  amended,  1055- 
1056  as  amended  by  70  Stat.  919  and  72  Stat. 
048  (21  T7.S.C.  321,  352,  355,  371);  sec.  351,  58 
Stat.  702  as  amended  (42  U.S.C.  262);  secs.  4. 
10,  60  Stat.  238  and  242  as  amended  (5 
U.S.C.  553,  702,  703,  704).) 

Dated:  December  22, 1978. 

Donald  Kennedy, 
Commissioner  of  Food  and  Drugs. 

[FR  Doc.  79-227  FUed  1-4-79;  8:45  am] 
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